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Fig.T Awaly^a of expn-i 7 of the- 
Oiract #^i«c^ef^ o*sx*** 

A71&V is indt^ted (O to T on the 
sense strand). 6, Digestion of ifte 
317 bp exarv17 PGR products 
witfi MaeilL creates a 
ArfaeHi reetrtctfon sit? and the 
hetarcfxysous PGR product ts 
cleaved to yield fragments of i»f 
bp and 130 bp, Normal DNA 
remains uncut. 
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Rg; 2 Pedfcrsa of proband, Sheeted circis, rcr«*©pnrsrite; 
tiatt shaded de«fstfd blind In middle* s*q«; diagonal ftna. 
d^tfe- Amy^pa^ to proteand. 
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prc$!E*n£^^ . M. '-tb^-, 

clinical «ttfet>?pfe 14 . 

I>$^A irojtt ^ ^x^^ ^as scrcetkcd fox mutations in 

Sub^qSent direct >creea|Bg of the relevant polymerase 

chang&at&ase l913(nuxnbei^accprdiijgto the 
tfan^ript).at codo» TVS (Hg« I ). Thi$ would substitute a 
valine for m s&wmz atniaa-add residue and generates a 
new MzteM re^tnctjoti site (Fig, 0* 

The presence of this mutation was confirmed in DMA. 
firora a second fetood $anrpfe taken from the patkm> but 
was not found in. the remaining 104 patients with 
Alzheimer's dLst&iie, a farther 100 unrelated patients with 
chronicschizopIttenia,noTin 100 non~demented controls 
(data not shown). 

Proband background 

The proband, 1X1.1 (Fig, 2), i$ a 62 year old female with 
over thirty years of chronic schizophrenia. In spite of 
neuroleptic medication shehas suffered recurrent episodes 
i>f acute illness with florid thought disorder, paranoid 
delusions and auditory hallucinations necessitating 
thirteen separate admissions to psychiatric hospital. She 
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jriaE^;fe^^>^pg^%^ I^^'^wti6ac^" sowing, 
'ingtir^s^ -^^eHe* Adult 

t&&&;i^&^^ 

. s^*^ : .l^^r motion; 



;-b**^"^isUhfe^ j^e^gK-^Jwa^; ne«*^?udit>id^i£;al 
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the; p0T0bapd Ik i^itM^xpf w<MApea Ca«eB%, 3}> Her 
btoihe^: li^wte a^>* had 

a sv^^aoidfe^ fto«s :bi.aatonor 

jpsrs^ ^n>^d^.;^ loi an- axilhry -raecttoft for 

of ihe PCK ampHSe&p^ 17. 
The Mother of ithe ^rcl^ttd 0ta> h^d n^ documented 
p*ychkirichfetcxty Wt fey ageJ&2,,hst4 become fclbxd Aftd 
deaf -r- cat^e unfcnd>V3r> + ®& lis^n-i^ottedt^hstvehad 

infection.1Thet^tem^gr^dni^ 

over, thirty years with sdiiau>phrenia pheno^icaBy 
indistinguUhabiefrom that ofthe proband. She was also 
rep<rrt:ed as jEbrgetajl She died suddenh" aged 65 ; -Several 
other merabets on the nxatensai grandmother^ side ofthe 
family are also reported as insane. In spite of an extensive 
search w have not yet been able to ttace any living 
a6ectedcases to examine for the APP xnut»tion. By contrast 
systematic enquiry revealed no ps?ychiati*ic or neurological 
ilJ^iess .ort the paternal side of the family, and no 
members on either side had typical early onset 
Alzheimer's disease. 
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Mean Aa© of Onset 57±6yr 
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a, age at death of sublets with Neuropathology. 
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